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TsOEG 6 OH (2.0 g, 4.5 mmol) was dissolved in dry DMF (50 mL) followed by addition of NaN 3 (1.4 g, 22.9 mmol). Reaction mixture was heated overnight at 90 o C. The reaction mixture was filtered through cellite to remove the excess of NaN 3. DMF was evaporated to get the crude product. The crude product was dissolved in dry DCM (60 mL) and cooled down to 0 o C. Addition of NEt 3 (1.8 mL, 13.0 mmol) and TsCl (2.5 g, 13.0 mmol) in one portion was followed. The reaction mixture was allowed to stir at room temperature overnight, extracted in CHCl 3 (3 x 100 mL) and washed with 1M HCl (2 x 50 mL), H 2 O (2 x 100 mL) and brine (100 mL). The organic solvent was evaporated, and the obtained crude product was purified by flash chromatography on silica gel (CHCl 3 /MeOH) to afford the pure product (1.69 g, 80 % and N 3 EG 6 OH. The reaction mixture was degassed with argon for 10 minutes and then allowed to stir at room temperature for 48 h. 
Trivalent vs. Divalent Binding
The dissociation constant K n of a fully bound n-valent inhibitor-receptor pair, i.e. a nvalent inhibitor with all n-binding moieties bound to the n-valent receptor, reads [2] n = mono , (1) with K mono , the dissociation constant of the monovalent binding moiety, ⍵ the angular restriction factor, C n the cooperativity factor and m the number of binding pockets per receptor subunit. In the case of the HA trimer each of the three monomers has only one sialic acid binding pocket, hence m=1. The cooperativity factor describes the probability that all n binding moieties reach a sialic acid binding pocket. To determine the cooperativity factor quantitatively, we model the inhibitor spacers as Gaussian chains, with an average length r ete and an effective monomer length a 0 =0.4nm. The
Length distribution of OEG chains
We performed molecular dynamics simulations of single OEG chains in pure water.
The simulation details are summarized in reference. [3] In the following figure the probability distribution, ( ), of the end-to-end distance measured between the outermost oxygen atoms is show. The probability distribution is normalized by Based on the given figure we conclude that at least 6 -14 OEG units are necessary to span a distance of 1.4 nm.
